
L'y dear Lederberg, 
I proved a bad enough correspondent in the 

past,so I hope you will not be surprised too much of the long 
delay of th$s reply, I have biTen abroad part of this tim, in 
23ritain and at a melting of microbial genetics held in Copena- 
gu@n. Unfortunately I vra~ tile only &~$%I aty'ending the mee- 
tiq, who idas harking with bacterial recombination, tiost people 
partic#&tini; btiing either biow.emists or phcLge workers. ::n in- 
teresting ..ccount was given by Ephrussl-Taylor of her work on 
transsbrming principles in pneumococci,suggesting recombintion; 
but ,as -Car 3s her experiments go sofar,it A.cht well be a mixture 
of differerit trti,;-lslSSrr:nirrg principles. Fontecorvo gave a paper on 
the structure of the gene,relatixg to l?oLler*s iYork on pseudoalle- 
les in Aspergillus. I gave a paper on drug reslat&nce,eci;ent?ally 
centered on chloromycetin-l*esistance. 

I;e this last subject,' have tried the experiment you sugg5: sted, 
of mass selecting for higher resistance from the cross of two 
independent first steps,ana looking for recombinsnts ilmong the 
progeny;but this and other experiments tiave not ;ret yieltiud de- 
cent eviLence,of sAm::tition of resistance obtained tnrough inGGpen= 
dent muttitions. I am tryirlg to repeat this with strains exactly 
marked, so W&-it p~+Bls[ recumbinants wita gi.ven patterns of charac- 
ters should cortcLi..ily bear piawx&~&le hot- resistance gen s origi- 
nated from eitner pdre:lt,tind tes ing their resist;ince,s accurately 
as posS-bl8. : ;)i+zerences are very often minute and require eAact 
tests of reststance. Cne thing I have ascertainediin doin;: tk&se 
fine tests 0: resist&rlce ,;Lnd t&t is that recombinants between a 
sensitive ti:?d a sirqle step 'nherit eiti,er SERB sensitivity or 



. 

or resisttince,, viving a clear cut bimocial distribution and exclu- 
ding blending inheritance. 

Unfortunately chloromyce%in-resistance is unsuita.le for 
the research'of phys'ogene%ics of drug-resistance, *he mee anism 
of action of this drug being practically unknown, It is not due, 
anyhow,to a markedly higher destruction of the drug by resistant 
strains. I%obti.::.,ly ,sulphonamide resistance would be mnch more use- 
ful under this point of view. I am wondering whether bacteria might 
not provide the best available miter id for a r--search on physio- 
genetics of quantitative inheritahce,especially for which seems 
to me the most important topic, there,that is the biochemistry 
of"&ZF%eraction . 

I shall be grateful if yyu will keep me informed of salient 
observatio:ls i:l your 1aboratory;as to mine nothing really of 
interest h;Jrs hapgendd.Since T came back to Italy I had to waste 
much tine outside the ldborLtory,or in reorganization of research, 
a wastt s.iiich I hope will stop sl;ortly. 

Yours sincerely 


